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DETAILED ACTION

Continued Examination Under 37 CFR 1.114

A request for continued examination under 37 CFR 1.114, including the fee set

forth in 37 CFR 1 .1 7(e), was filed in this application after final rejection. Since this

application is eligible for continued examination under 37 CFR 1.114, and the fee set

forth in 37 CFR 1 .17(e) has been timely paid, the finality of the previous Office action

has been withdrawn pursuant to 37 CFR 1.114. Applicant's submission filed on

10/22/2008 has been entered.

Claim Rejections - 35 USC § 102

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that

form the basis for the rejections under this section made in this Office action:

A person shall be entitled to a patent unless -

(b) the invention was patented or described in a printed publication in this or a foreign country or in public

use or on sale in this country, more than one year prior to the date of application for patent in the United

States.

Claims 10,16-18,23-32 are rejected under 35 U.S.C. 102(b) as being anticipated

by Nakamichi et al. (EP 0,580,860 A1 , cited by applicants).

Nakamichi teaches a method of manufacturing a pharmaceutical solid dispersion

by the use of a twin screw type extruder. See abstract. The solid dispersion was

produced without heating chemicals and polymeric carriers above their respective

melting points. The polymeric carriers included virtually any natural or synthetic

polymers including starch and processed starch. See page 3 lin 8-19. The drugs which
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could be incorporated into the dispersion were not particularly limited and the

specification listed numerous examples. See page 4 lin 1-page 6 line 48.

Claims 10,16-17,23-32 are rejected under 35 U.S.C. 102(b) as being anticipated

by Lentz et al. (WO 92/1 5285), for the reasons set forth in the office action filed

05/11/2007.

Response to Arguments

Applicant's arguments filed 1 1/12/2007 have been fully considered but they are

not persuasive. Applicants assert that their presently pending claims relate to a method

for producing a controlled release matrix that requires co-extrusion of a dry mixture of

starch and an active agent at a die temperature below 100°C. Applicants assert the only

example within Lentz which employed co-extrusion of starch and an active led to a

foamed product not a vitrified product. Applicants further argue that the active ingredient

within Lentz is not processed with the starch but is merely combined with the starch

after processing. Furthermore applicants assert Lentz product is soft and rubbery and is

thus above the glass transition temperature. Furthermore applicants assert that Lentz

prefers that the process to heat the composition is above the glass transition

temperature, and this is in contrast to applicant's invention in which the composition is

vitrified, thus applicants state its temperature never exceeded the glass transition

temperature.

Firstly the examiner notes that for the claims rejected above applicants do not

claim a method of making a sustained release matrix but rather the claims are drawn to
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a controlled release matrix. The steps of producing the matrix within the rejected claims

above are attempts to limit the claims by product by process. "[E]ven though product-by-

process claims are limited by and defined by the process, determination of patentability

is based on the product itself. The patentability of a product does not depend on its

method of production. If the product in the product-by-process claim is the same as or

obvious from a product of the prior art, the claim is unpatentable even though the prior

product was made by a different process." In re Thorpe, 777 F.2d 695, 698, 227 USPQ

964, 966 (Fed. Cir. 1985). Since the matrix of Lentz is within the scope of applicants

claimed invention the matrix of Lentz anticipates applicant's invention. Furthermore In

regards to applicants assertion that the only co-extrusion process within the examples is

a foamed product and the product within the examples is soft and rubbery, these

arguments are not found persuasive since the examples within Lentz were given solely

for the purpose of illustration and were not to be construed as being limiting to their

invention since many variations are possible without departing from the spirit and scope

of the invention. Clearly Lentz describes that the starch could be in several physical

forms depending on the processing temperature including melts and/or thermoplastic

materials which would not be physically rubbery or soft, rather upon cooling they would

be glass-like. Example 18 is only one very limited embodiment of the Lentz reference, a

vaginal suppository and clearly is not limiting for the entire scope of the reference which

teaches numerous final products besides the narrow product described within claim 18.

In regards to applicant's assertion that the active ingredient is not processed with

starch, this assertion is false, Lentz clearly teaches that the active ingredient may be
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added to the starch prior to destructurization process (the processing step of the

starch). See page 13 lines 5-22. Regarding applicants statement that their product is

never raised above the glass transition temperature, firstly this argument would seem to

be of little relevance since applicants do not recite such a limitation on the temperature

within claims 10 or 25. Secondly as stated in the previous office actions Lentz teaches a

range of temperatures to process the starch and specific examples within the

experimental section describe processes that are within applicants claimed temperature

range. It is also noted by the examiner that claim 6 states the shear force, temperature

and pressure are modified to achieve glass transition of the starch, thus it would appear

that applicant's matrix should be processed at the glass transition temperature. Thus it

is inherent that since the processing could use the same a temperature within

applicants claimed range and the technique of co-extrusion was taught within the

reference one of ordinary skill in the art at the time of applicants claimed invention

would have immediately envisaged applicants claimed invention since the temperature

and the technique of processing starch in combination with an active was taught by

Lentz.

Claim Rejections - 35 USC §103

The text of those sections of Title 35, U.S. Code not included in this action can

be found in a prior Office action.

Claims 1,5-6, 10, 16-18, and 20-32 are rejected under 35 U.S.C. 103(a) as being

unpatentable over Nakamichi et al. (EP 0,580,860 A1 ).
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Nakamichi is disclosed above. Namamichi is silent on the specific temperatures

of the extruder during the extruding process and the amount of water added to the

mixture during processing. Nakamichi does disclose however that processing

parameters such as pressure, temperature, feed rate of material, amounts of water,

plasticizer and other additives are dependent on the type of drug and polymer, the twin

screw extruder model used and other conditions. See page 3 lin 24-29. Nakamichi

further discloses that it is important to select a combination of parameters such that the

drug, polymer ect. will be maintained at temperatures below their decomposition points

and vary the operating parameters according to the desired characteristics of the

product. Thus the temperature of the extruder and amount of water added to the mixture

to be extruded is clearly a result effective parameter that a person of ordinary skill in the

art would routinely optimize. Optimization of parameters is a routine practice that would

be obvious for a person of ordinary skill in the art to employ and reasonably would

expect success. It would have been customary for an artisan of ordinary skill to

determine the optimal temperature of the extruder and amount of water added to the

mixture to be extruded in order to best achieve the desired characteristics of the

product. Thus, absent some demonstration of unexpected results from the claimed

parameters, this optimization of temperature and amounts would have been obvious at

the time of Applicant's invention. Generally, differences in concentration or temperature

will not support the patentability of subject matter encompassed by the prior art unless

there is evidence indicating such concentration or temperature is critical. "[W]here the

general conditions of a claim are disclosed in the prior art, it is not inventive to discover
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the optimum or workable ranges by routine experimentation." In re Aller, 220 F.2d 454,

456, 105 USPQ 233, 235 (CCPA 1955). The normal desire of scientists or artisans to

improve upon what is already generally known provides the motivation to determine

where in a disclosed set of percentage ranges is the optimum combination of

percentages."); In re Hoeschele, 406 F.2d 1403, 160 USPQ 809 (CCPA 1969).

Claims 1,5-6, 10, 16-18, and 20-32 are rejected under 35 U.S.C. 103(a) as being

unpatentable over Lentz et al. (WO 92/1 5285), for the reasons set forth in the office

action filed 05/11/2007.

Response to Arguments

Applicant's arguments filed 1 1/12/2007 have been fully considered but they are

not persuasive. Applicants assert the examiner was misguided in applying MPEP §§

21 1 1 and 21 23 to mean that the examiner can reasonably create a teaching by

extrapolating a disclosed embodiment to a broader teaching without any further

guidance. Applicants assert that the processing temperature range to which the

examiner is citing means the entire process occurs at temperatures encompassing any

temperature between 80°C to 240°C, but rather means that the entire process occurs at

temperatures encompassing 80°C to 240°C, never just 80°C or 130°C or 240°C.

Applicants assert the reference is referring to the range of temperatures of the extruder,

the temperatures varying at different locations of the extruder. Applicants assert there

are no details within the specification on how co-extrusion is carried out unless it is

carried out by the same method that Lentz uses to extrude the starch alone. Applicants

assert one such teaching is example 18 which does not provide details of co-extrusion
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and it teaches co-extrusion of not starch but molecularly dispersed starch (MDS) with an

active. Applicants further assert that the result of claim 18 was a foamed rubbery

product and not vitrified as required within the claims. Applicants assert Lentz does not

suggest a modification of the orifice of the extruder to be below 100°C at normal

pressure, thus applicants surmise it is unreasonable for the examiner to extrapolate the

disclosure of Lentz to suggest the co-extrusion of starch and an active agent at a die

temperature less than 100°C. Applicants further assert in regards to the examiners last

action that example 1 1 uses a preferred temperature range of 1 10°C to about 100°C but

this process uses MDS not native starch. Applicants lastly submit that the last

declaration of Dr. Rein does cover the entire breadth of the claims because the

experiments from the specification disclose the full temperature profile claimed and Dr.

Rein provided other experiments with die temperatures of 97°C, 100°C, 102°C and

114°C.

Firstly, the examiner respectfully disagrees in regards to applicants assertion that

the examiner has extrapolated a broader meaning for the recitation of the temperature

range cited throughout Lentz to mean that any temperature between 80-240°C for the

orifices temperature could be selected and that this is in reference to the entire range of

temperatures within the extruder. Firstly there are two specific examples in figure 10 in

which the processing temperature for the controlled release formulation was 70°C and

100°C within applicants claimed range, these two examples show that contrary to

applicants assertion the processing was carried out at either a constant temperature or

at least a final temperature that is below applicants claimed upper limit. Thus applicant's
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assertion above that the temperature range is merely referring to the range of the entire

extrusion process is not found persuasive since the examples clearly demonstrate that

the processing temperature for at least two examples was below applicants claimed

upper limit. Applicant's assertion that there are no details within the specification on co-

extrusion with an active besides example 18 is also not persuasive, clearly as recited in

the previous office actions and above Lentz discloses co-extrusion of both the active

and starch together during processing. The examples within Lentz such as example 18

were given solely for the purpose of illustration and were not to be construed as being

limiting to their invention since many variations are possible without departing from the

spirit and scope of the invention. Applicants assertion regarding example 1 1 which they

purport to show that Lentz uses MDS starch when the temperature was about 1 10°C to

about 100°C is also not found persuasive because once again applicants are

interpreting the examples to be limiting to the scope of the invention of Lentz, when

clearly the reference does describe processing the starch and active together, before

the formation of MDS. Regarding applicants last assertion that the declaration and

specification does cover the entire breadth of the claims, this is not found persuasive

because the specifications examples only use 3 specific temperatures 65, 80 and 95 °C,

while applicants declaration performed the experiment at temperatures of 80-80-80 and

die temperatures at the high end of the claimed temperature limit of 97 and 100 °C.

Because only a few examples was given by the applicant to show the results that would

demonstrate patentability over the prior art, it is difficult to see how this properly

illustrates results that are unexpected over what has been broadly taught by Lentz et al.
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Conclusion

No claims are allowed. Any inquiry concerning this communication or earlier

communications from the examiner should be directed to James W. Rogers, Ph.D.

whose telephone number is (571) 272-7838. The examiner can normally be reached on

9:30-6:00, M-F.

If attempts to reach the examiner by telephone are unsuccessful, the examiner's

supervisor, Mike Hartley can be reached on (571) 272-0616. The fax phone number for

the organization where this application or proceeding is assigned is 571-273-8300.

Information regarding the status of an application may be obtained from the

Patent Application Information Retrieval (PAIR) system. Status information for

published applications may be obtained from either Private PAIR or Public PAIR.

Status information for unpublished applications is available through Private PAIR only.

For more information about the PAIR system, see http://pair-direct.uspto.gov. Should

you have questions on access to the Private PAIR system, contact the Electronic

Business Center (EBC) at 866-217-9197 (toll-free).

/Michael G. Hartley/

Supervisory Patent Examiner, Art Unit 1618


